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Via Hand Delivery

February 7, 2000

Duckets Management [3ranch
Food and Drug Administration
5630 Fishers lane

Room 1061

Rockville, Maryland 20852

Re: Druft Guidance for Industry on Applications Covercd by Secrion
505(b)(2), Docket No. 93D-4809

Dear Sir or Madam:
Pfiver [nc. hereby submits the attached cemnments on the draft guidance madc available
by the Food and Drug Administration on December 8, 1999, concerning new drug spplications

covered by section 505(b)(2) of the Federal Foad, Drug, und Cosmctic Act.

Sincerely yours,
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Comments (o the Fond and Drug Administration Regarding Drug Approvals Under
Section 505(b)(2)

Pfizer submils these comaents to the Food and Drug Administration’s (FDA) draft guidance un
new drug upplicaiions (NDAs} cavered by section 505(b)(2) of the Food. Drug, and Cosmelic
Acl (the Act) (the draft Guidance Documeni)' Ptizer objects o those parts of the draft Guidance
Docuinent that asscrt FDA's authority to approve new drug applications that rely on a prior
Agency finding of safety and cflicacy. bor the reasons set forth below, Pfizer requests that FDA
withdraw and reissue the dratt Guidance Document to make clear that the Agency will not
approve under section S05(b)(2) of the Federul Food Drug and Cosmetic Acl a2 new drug
applicaticn (NDA) that relics o 4 prior finding cf safety and cllicacy. 7o the cxtent that the
draft Guidance Document reflects FDA’s interpretation of 21 CF.R. § 314.54, Pfizer also

requests that FDA iniliate rulemaking to modity that regulaticn in a similar manacr.

Pfizcr's objections arce as folfows. Llirst, reliance on, or the unauthorized use of, an inaovator’s
safety and cilicacy data to approve a competitor's NDA is not supported by any reasonable
construction of the Acl, and cantlicts with uther statutory prolections rclaling to the use ¢f

proprictary dara.*

Second, the Act does pot permit the Agency to apply a jess rigurous safety and efficacy standard
10 2 505(b)(2) application than to 2 S05(h)(1) application.

| Guidance for Industry: Applications Covered by Seolion 505(b)(2), Draft Guidance, Food and
Drug Administration, Center for Drug Evaluation and Rescarch (CDIER), October 1599,

2 Sceeg., L8 U.S.C. 1905 (Tradas Secrets Act); 21 U.S.C. 331(j) (FFDCA prohibition against
FDA disclosure of trade secret information)

AGE. 83
FEB @7 Z2ed 14:56 P



F20M MORGAN,

#5on, ey,

Wi MON) G2, 9700 15:...8T. 15:16/N0. 3580581203 =

—
=1
—-
(@]
i
Lwb
2

Third, the reliance by FDA or an zpplicant on the Agency’s prior finding of the safcty und
cflicacy to approve s 505(b)(2) application copstifutes an uncanstitutional taking snd, thus, is

unlawful.

Accordingly, FDA may not implement the draft Guidance Document or rely on 21 C.F.R.
§ 314.54 to approvc an application thit is hased on a prior finding of safety and efficacy for an
innovator’s drug product under scchion 505(b)(2) of the Act and must require such applications to

be supportcd by the s2ame scope of data necessary to supporn a 505(b)(1) application.

I. Section 505(b)(2) Does Nut Autirorize FDA to Appruve a New Drug Application
Based On the Agency’s Prior Finding of Safety and Efficacy

{n FDA’s drafl Ciuidance Duocument, the Agency has stated that it will accept and approve
505(b)(2) applications for new drug products that rely on “the Agency’s finding of safety and
effectiveness for an approved drug, without regard ‘o a right to rely on such dala.” Sce
Gujdance Document, at 2. In essence, therefore, the Agency intends (o tely on the unauthorized
use of an innovator’s propristary and ccmmercially valuable safcty and efficacy data 1o approve
another company's drug product under section 505(b)(2) of' the Act.* A proper construction of
scetion 505(b)(2), consistent with the Hatch-Waxman Amendments, the legislative history of the
Act, und other stalutary protections for the proper and legal use of proprietary safery and
cllectiveness data,’ however, do nut support FDA's expansion of secticn 505(b)(2) to approve
applications that rely on the use of an iancvalor's proprietary dawa without the innovator’s
authonzation. l

3 Pfizer notes that FDA's recently arriculatcd policy is the [irst formal declaration by FDA of
the Agency’s intention ta permit a 505(b)(2) applicant to rely primarily un a prior finding of
safety and effectiveness bused on the unauthotized use of an inpovator's data. See 21 CFR.
§ 314.54(a)(1)(iii) (ne saremcnt thut FDA intends to aliow the unauthorized use of prior
finding of satery and cfTivacy). In addidon, ever if the FDA’s actions were authorized by the
Act, the Agency may not issue such a substantive change in policy in 2 Guidance Documear,
but must issuc it 45 a rulemaking subjcet to notice 2nd comment.

4 See Guidance Document, at 2 noting that the Agency wiil sccept:
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The Hateh-Waxman Amendments added scetion S05(b)(2) to the Act to codify FDA’s “paper
NDA" policy which permitted an applicant to submit published litcralure o support the safery
and efficacy of a duplicate of a drug product that was [irst approved (or marketing afler 1962.°
The provision, thuerefore, was intended 1o sllow an gpplicant to substitute literature to satisfy the
“full reports™ requiretnents of section 5C5 (b)(1) ol the Act. Scc H.R. 98-857, Part ], 38th Cong.
2d. Sess. 36 reprinted jn |984 (.S, Code Cong. Admin. News 2647. 2649 (staling that “undur

the Paper NDA procedure, the generic manufacturer may submit scientific reports. instcad of

snfety and cllicacy.'”). In facy, the Agency itself hus
recognized that the Act docs not autharize the approval of 505(b)(2) applications based on an
innovatot’s safely und effectivencss data. See 54 Fed. Reg. 28872, 28892 (fuly 10, 1989)
(Agency recognition of the fuilure of the Hatch-Waxnan Amundments to directly address the
appropriate mcchanism for obtaining appreval of a significani product change that requires the

_ revicw ol clinical investigations and, thercfore, is ineligiblc for approval under the S05(j)
Abbreviated New Drug Application (*ANDA") mechunism.); see also 54 Led. Reg. at 28875
(July 10, 1989) (recognizing ihat the term "puper NDA,"” as il was uscd when Coppress passed
the Huich-Waxman Anendments, was defined and understood to encompass nnly applications
fur duplicate copics of drugs first approved after 1962 that met the “full reports requizcments"’ of
section 505(7)(1) of the Act through published reports in the medical litcrature establishing the
drug’s safety and cffectivencss). Accordingly, FDA's proposed apgroval of this broad category
of 505(b)(2) appiications exceeds the Agency's statutory authority and, thus, is unlawful.

3 505 (b)(2) application for a change in 2 drug when approval of the application selics on
the Ageacy’s previous finding of safety and/or cffectiveness for a drug. This mechanism,
which is embodicd in 4 regulation . . ., essendally makes the Agency's conclusions thal
would support the approval of a 505 (j) applicaticn available to an apglicant who
develops a modification of a drug;.

5 Secep,1B8U)S.C §1905, 21 US.C.§331().
6 The policy was limiled ta copies of drug products (or closcly related forms) marketcd afler
1962 and offered for the same indications,
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If Cor.gress had intended for the Agency (o approve applications under scction S05(b)(2) of the
Act as suggesied in the draft Guidance Documcat, Caongress would have included cxpress
language in that section, similar (o the fanguage ircluded in section 505(} of the Act, which
allows an applicant to show tar an unapproved drug product is the sarﬁe as a previously
approved drug product (“a listed drug product™) and, thus, cxpressly authcrices the Agency to
approve the gencric drug based on a {inding of safety and efficacy of an innovator’s product. Sce
21 U.S.C. 355(j). Nothing in ihe Act, however, suggests that Congress intended to allow such
appravals under section 505(b)(2). To allow the blurring of these two different mechanisms s to

undermine the statutory [ramework of the Act and the deliberate differences which Congress

expressly intended for drug approvals.

iI. KFDA’s Proposed Reliance on Prior Findings of Safety and Efficacy Violates the Act
by Allowing Approval of 505(b)(2) Applications Based on a [.css Rigorous Showing
of Safety and EfTicacy than S05(b)(1) Applications

FDA’s proposai to rely on prior findings of safety and efficacy would also violate the Act
because it would allow the Agency to approve drug products that differ significantly from a
listed drug product but that do not include the samc scope of safety and efficacy data required for
505(b)(1) appiications. Specificaily, FDA's draft Guidance Document allows the Agency o
approvce drugs that difler significantly fron: a listed drug under section S05(b)(2) of the Aci based
on: (1) data on which neither the applicant nor tie ¥DA has the night o rely; or alternatively (2)
incomplete duta not consisting of “full reports.™ Reliance on incomplete data would fesulz i
less rigorous showing of safety and eflcetiveness under scction S05(b)(2) than that requircd of ~
applications that are submitted under section S05(b)(1) of the Act, Scc c.g. draft Guidance
Document at 8 (slaling that the Agency will accept S05(b)(2) applications for drug products that
are different from 2 listed drug, that rcly on the Agency's prior finding of salcty and
cifeetiveness of Lhe listed drug and less than complete srudics of safety and effectivcness

("bridging studies”) to “provide an adequate basis [or reliagce upon [such a] finding").
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Even the Agency hus recagaized that the scopc of evidence demanstrating safety and clicacy are
the same under section 505(h)(2). Sce, 8.8, 21 C.F.R. 314.50(d)(2). (5), (6) (requinng reports of
nornclinical pharmacojogical and toxicological studies, clinical data, and staristical data‘for both
505(b)(1) and (b)(2) applications); scc 54 Fed. Rep. 28872, 28575, 28892 (July 10, 1989) (noting
that applicarions that meet the description in section 505(b)(2) of the Act arc subject to the sume
provigions that govern 2 full NDA). Sectior: 505(b) requires beth 505(b)(1) and 505(b)(2)
applications 10 include: “fulf reports of investigations which have been made to show whether ot
nat such drug is sale for use and whether such drug is effective in use™ as described in section
505(b)(1)(A). Congress recognized that some of the critical data to support safety and efficacy
may be found in studies not conducted by or for the upplicant. Scction S05(E)(2) aliows an
applicaat to rely on such studies if they arc in the public domain e.g., “published repozs.’” 21
U.S.C. 355(b)(!), (b)(2). Nothing ir the statute indicates thut Congress intended to lessen the
safety and efficacy showing for a 505(h)(2) applicstion,

Moreover, Congress made clcar that where it did inlend to alfow rcliance on FDA’s prior
findings of safety 2nd efficacy vuch as under section 505(), it mntended to allow such drugs to
differ only in limited ways from the listed product. Under section 505(), these specific limits
include variations in route of adminisTation, doszge forni, sirength, of where one of the active
ingredients diflcrs from those in the lisied drug that is alse a combination drug, without having
regenerate full reports of sufety and efficucy. ld. See H.R, Rep. 9 -857, Part 1, 98th Congress,
2d Sess. 36, reprinted in 1984 U.S. Code. Corg. Admin. News 2656 (stating that an applicant
may petilion for approval of a drug product that varies from the listed drug in route of
administration, dosage form, strength, or where one of the active ingredients differs krom those in
a listed drug that is alsc a combination drug, and that “these are the only changes thal are

permitted”).

To the extent, therefore, that the Agency relies on the drafl Guidanee Docurncnt and 21

C.F.R. 114.54 (o approve 505(b)(2} applications for drug products that include other more

.87
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significant difTerences from the listed drug, and arc based only on incomplete srudies, i.c.,
limited bridging studies, the draft Guidance Docurnent and regulation are illegal.

III.  The Approval of a S0S(h)(2) Appilcation Besed on FDA's Prior Finding of Safety
and Efficacy Constitutes an Unconstitutional Taking

Finally, the Agency’s proposed unauthurized usc of an innovator’s data is unsupperied by the
statute and legislalive hiswory, is fundamentally unfair to research-based companies, and
constituies an unconstilutional taking. Under the Pifth Amendment of the United States
Conslitution, the govemment may not appropriate another's property without just compensation.
In its draft Guidanec Documents, however, FIA has staled that it will allow an applicant to rely

withoul authorization on un inncvator’s property in dircct contravention of these constitutional

prulections.

The inhereat property right in safety and efficacy data that is submitted as part of an NDA has
been historically recognized by the Courts. Congress, and the Agency. The counts, for example,
have noted thar safety dala is property and, thus, proiccled by the Fifth Amendment. See
Ruckél_gl_g_ags v. Morsaato Co, 467 U.S. 986 (1984) (recognizing the inherent property rght of
safety data conluined in applications for registration of pesricides to approve generic copics of
previously upproved pesticides under the Federu! Insecticide, Fungicide, and Rodenticidc Act
("FIFRA"); see alsa Tri-Bio Laboratories, Inc. v. United States, 836 F.2d 135 (3d. Cir. 1987),

cert danied, 484 U.S. 818 (198R) (recognizing Lhat approval of a generic animal drug based on an
innovarer's ANADA 13 a taking of tive innavator’s rights in the dara.). In addition, Congress also
has acknowledged the inherent property rights in such informution in several statutes, including

the Trade Secrets Act, (18 1.S.C. 1905) and at 2] U.S.C. 331(j).
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Moreuver, the Agency has recagnized the inherent and prolected rights in such information. Scc
e.g., 21 C.F.R. 314,50 (g) (I'DA rzcognition of the inberent property right of clinical and other
NDA data as trade secret and, thus, recognizing it as proiected from public
disscrmination/disclosure by requiring an application that coulains ““a reference to intormation
submitted to the agency by a person other than the applicant . . . to conluin a written suatement
that zuthorizes the roference and that is signed by the person wha submilled the information.™;
3) Fed. Rep. 44035 (Dec. 24, 1974) (recogrivzing trade sccret siatus of safety and cffectiveness
data in an NDA as a property right and the right lo charge a competitor for reference to that duta
if the competitor wishcs 1o ohtain appraval of a generic copy of the product); see also 46 Fed.
Reg. 27396 (May 10, 1981) (“the Finkel Memorandum”) (stating that ‘“no data in a1 NDA can be
utilized to support another NDA without cxpress permission of the original N A holder” and
thus, stating that for “duplicale NDAs for alrcady approved post [19]62 drugs, the Agency will
acecept published reports as the main supporting documentation for safety and cffectiveness.” ).
As such, the Agency may not implement or rely on the draft Guidance Document or S05(b}(2)
regulation to the extenl that it would parmit FDA to rely on a finding ol salely and efficacy of an
innovator’s drug preduct without authorization and thereby illegally appmpﬂ"at: the commercial

vajue of rhat data.

1v.  Conclusion

The Act is clear that FDA must require the same scope snd quaiity of evidence of safety and
'cfﬁca:cy for a drug epproval under S05(b)(2) as that rcquired urder 505(b)(1). Nothing in the Act
allows FDA to shert eircuis that requirement by illcgally velying on data and prior {indings of
safcty ang efficacy whick it has no right to divulge or reference. For the forcgoing reasons,
therefore, and to avoid engaging further in illcgal and improper action that will significantly
adversely affect research-hased compunices, the FDA should withdraw and/or reissuc the
505(b)(2) drail Guidance Dacument and should not apply 21 C.F.R. §314.54 0 approve NDAs

that rcly without authorization on proprietary daa.
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